Acute hemorrhagic edema of infancy (AHEI)
is an uncommon form of leukocytoclastic vasculitis that was first described in 1913. The cutaneous findings in AHEI are dramatic in both appearance and rapidity of onset. It affects children between 4 and 24 months of age. The head and distal part of the extremities are favored sites and visceral involvement is rare (1) . The authors present a case of AHEI in an 8-month-old boy and review the characteristic features of this dermatosis.
Case Report
An 8-month-old boy presented with asymptomatic erythematous rash at the abdominal wall 3 days prior to admission. On the following day, the lesion gradually progressed to the extremities including palms, soles, and forehead. A day before admission, he developed low-grade fever, watery loose stool, and central vesicles ensued in the preceding rash. His parents denied using any medication except for H. influenza type B vaccine that was given a day before the onset of the skin lesion.
Physical examination revealed an active, mildly febrile (38 o C) male infant with a few small ulcers at the soft palate. Multiple erythematous papules with central vesicles were present all over the body. Edema of the extremities as well as redness of the perianal area was included in attendance. Others were unremarkable.
Laboratory findings revealed a hemoglobin of 13.1 g%, a white blood cell count of 11,260/ l with a differential count of 33% neutrophils, 51% lymphocytes, 9% monocytes, 7% eosinophils, and a platelet count of 228,000/µl. The urine was negative for hemoglobin. Microscopic examination showed up to 1 red blood cell per high power field. Stool exam revealed up to 1 white blood cell and red blood cell per high power field. Stool culture was negative. Stool for Rotavirus antigen by ELISA was negative. Test for level of complement was normal.
A skin biopsy of the lesion showed dense superficial perivascular and interstitial infiltration. The infiltrate was composed of lymphocytes, a few neutrophils, nuclear dust, eosinophils, and extra-vasated red blood cells. Direct immunofluorescence study was negative.
The patient was treated with lactose free formula for his diarrhea and lidocaine viscus for his oral lesions. No specific treatment was given. His lesion gradually improved within 1 week and resolved in the third week of illness. He has had no recurrences after a 6-month period.
Case Report Discussion
Acute hemorrhagic edema of infancy affects infants between 4 to 24 months of age (2) . It is thought to represent an immune-complex mediated disease, most probably precipitated by a preceding vaccination, respiratory infection, and medication. A history of recent infection and/or drug intake or immunization is found in 75% of cases (1, 2) . Streptococci, staphylococci, and adenoviruses have been implicated as infective agents (3) . Tuberculosis correlated with two cases of AHEI (3) . Regarding immunization, there was a combined vaccine and measles vaccine reported to be associated with AHEI cases (1, 2) . The presented patient received H. influenza type B vaccination a day before the onset of the rash.
Acute hemorrhagic edema of infancy presents with fever, peripheral edema, and large, purpuric, annular or targetoid plaques on the face and extremities (2, (4) (5) (6) (7) . Bullous and necrotic lesions infrequently exist. It has been reported that the trunk and mucosal involvement are usually spared (8) . Unlike Henoch-Schonlein purpura (HSP), visceral involvement is rare and it is one of the main characteristics of AHEI (2) . However, joint pain, gastrointestinal symptoms and renal involvement have been reported in AHEI. The most striking feature of AHEI is the contrast between the acuteness of the cutaneous signs and the general well appearance of the child, apart from mild fever (3) . The primary histopathological finding in AHEI is a leukocytoclastic vasculitis of the dermal vascular plexus that may rarely extend to the subcutaneous fat (9) . Since these findings are common to other forms of leukocytoclastic vasculitis, clinic pathological correlation is necessary for the diagnosis of AHEI (7) . Direct immunofluorescence studies in most cases of AHEI have been reported to give negative results (2, 9) . Fibrinogen, C3, IgM, IgA, IgG are, nonetheless, able to be presented in vascular walls and surrounding blood vessels (7) . The clinical differential diagnosis of AHEI includes Henoch-Schonlein purpura, all other forms of cutaneous vasculitis, urticaria, acute febrile neutrophilic dermatosis (Sweet syndrome), erythema multiforme, and child abuse. Results of history, physical examination, and appropriate laboratory studies including examination of the skin biopsy specimen can differentiate these disorders from AHEI (1) . The present patient's presentation followed the typical history of rapid onset and preceding vaccination in AHEI. However, he encountered the trunk and mucosal involvement, which were usually spared (8) . Because the patient's oral lesions were not the ecchymotic ones, either atypical mucosal involvement in AHEI or other differential diagnosis such as erythema multiforme, concurrent infection should be considered. Biopsy of the lesion was performed to differentiate these diseases. He was finally diagnosed as "acute hemorrhagic edema of infancy" due to the history of rapidity of onset, the recent vaccination, a day prior to the illness, the clinical findings without visceral involvement, and the histopathological findings accompanied with negative direct immunofluorescence.
Treatment in AHEI is usually supportive. It is recommended that antibiotics should be given when there is concurrent infection (2) . Systemic coricosteroids and antihistamine have not been proved to hasten the resolution of cutaneous lesions (2, 4) . Despite the dramatic clinical findings, the course of disease is benign in general. Complete and spontaneous recovery occurs within 1-3 weeks. However, there is one report of a case of AHEI with gastrointestinal tract involvement that had a fatal outcome (10) . Recurrences during the weeks to months after presentation have been reported but are uncommon (9) . In one child, a recurrence was triggered by a group A -hemolytic streptococcal pharyngitis (5) .
Conclusion
Acute hemorrhagic edema of infancy is an uncommon leukocytoclastic vasculitis affecting the child aged less than 24 months. Despite the dramatic and characteristic cutaneous findings, it had a benign course with complete resolution within 1-3 weeks.
